Gene by Environment Interaction Linking the Chromosome 15q25 Locus with Cigarette Consumption and Lung Cancer Susceptibility - Are African American Affected Differently? — Authors' Reply  by David, Sean P. & Amos, Christopher I.
EBioMedicine 4 (2016) 15
Contents lists available at ScienceDirect
EBioMedicine
j ourna l homepage: www.eb iomed ic ine.comCommentaryGene by Environment Interaction Linking the Chromosome 15q25 Locus
with Cigarette Consumption and Lung Cancer Susceptibility - Are African
American Affected Differently? — Authors' ReplySean P. David a,⁎, Christopher I. Amos b,c
a Division of General Medical Disciplines, Department of Medicine, Stanford University School of Medicine, Stanford, CA, United States
b Departments of Genetics, Geisel School of Medicine at Dartmouth, Hanover, NH, United States
c Community and Family Medicine, Geisel School of Medicine at Dartmouth, Hanover, NH, United StatesDOI of original article: http://dx.doi.org/10.1016/j.ebi
⁎ Corresponding author.
E-mail address: spdavid@stanford.edu (S.P. David).
http://dx.doi.org/10.1016/j.ebiom.2016.01.006
2352-3964/© 2016 The Authors. Published by Elsevier B.Va r t i c l e i n f o cancer risk in African–Americans. Differences in genetic architecture ofArticle history:
Received 7 January 2016
Accepted 7 January 2016
Available online 8 January 2016
this region between African-ancestry and those of non-African ancestry,
such as varying prevalence of polymorphisms linked to smoking expo-
sure and lung cancer and lower levels of linkage disequilibrium, neces-
sitate careful evaluation within African-ancestry study populations in
order to demonstrate the clinical validity of lung cancer susceptibility
variants that have beenmorewidely studied in European-ancestry pop-Weappreciate Drs. Hopkins' and Young's commentary (Hopkins and susceptibility locus in African–Americans vis-a-vis increased smokingYoung, 2016) on some of the conclusions and limitations to our investi-
gation (David et al., 2016) of gene by environment interactions for lung
cancer in African–Americans. The investigation was not designed to ex-
amine underlying biologicalmechanisms of gene by environment inter-
actions for lung cancer risk, butwas instead intended to characterize the
nature and directionality of such interactions in a sufﬁciently powered
case–control study of African–Americans. Potential mediating process-
es, such as can be captured by measurements of airﬂow limitation
resulting from chronic obstructive pulmonary disease and the inﬂam-
matory and oxidative stress processes – resulting from altered levels
of inhaled, combusted tobacco smoke – are examples of precursor phe-
notypes, which could shed additional light on genetically-moderated
mediation of lung cancer. The present study did not compare genetic in-
teraction effects between different ethnic groups. Therefore, we cannot
directly contrast our results with those of Asian-, American–Indian- or
European-ancestry studies. Although it may appear that the dose–
response of cigarettes smoked per day is lost in smokers with 2 risk al-
leles, this may not necessarily be the case. It may be more accurate to
conclude that the genetic association with lung cancer is most promi-
nent in light smokers. Nonetheless, our results, including the predeceas-
ing genome-wide association studies of smoking quantity and ﬁne
mapping studies of lung cancer conﬁrm the importance of the chromo-
some 15q25.1 region (CHRNA3, CHRNA5, IREB2 and PSMA4) in lungom.2016.01.002.
. This is an open access article underulations. Overall, these results point to a complex web of causation
whereby the chromosome 15q25.1 region represents a lung cancer
exposure and intrinsic lung cancer risk.
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